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KETOPROFEN
Extended-release
Capsules

Revised May 1997

Keloproten 5 3 nonsieroedal anti-inflam-
matoey ooy The chemical name Jor
wesoproten 1 23-banzoysphenyi)-pro-
poomc 20d The structural foemuts 1
represented below
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-release
contawn T fokowng ractve ngradents.
black S-1-8100 HV cosioadal siicon Gox-
e, ethyicafiuioss. FOAC Blue No 2,
guisiel, 50ROy Scohiol (trace amounts).
posvnyipyrokdone Sikcon danode. So0k-

i 2 . and
antipyretic properties of ketoproten
have been demonsirared

commencing trestment ohen
*xianGac-reiesse CapTUNS 1N Studues
with male volunteers e trough



FISE a0sses M1 ¢ an | wep
IUSES ) ey T ADOT s 0 maer
PG T L, erer Te s g
oty AUC. 1or he L, < aftmcreg
Crcadian thanges 0 e 3dsorotion
rOCESS nave not deen studed

The sdmanisirabon of antacals o other
9rugs which may rasse ST0mach o woukd
D1 De expected 1o change e e o
extent o} absOrOhON of ketopraten trom
ketopeolen extended splease cagsutes
Mutipie gosing

Steady siate concentrahans of vetopro-
Yen aie anained within 24 hours atter
commencing Ineaimenl wrth Aetoproten
ex(en0ed elease capsuies In stuthes
with heatthy maie volunteers ine trough
level 3t 24 houes following agmuansira-
fion ot ketoprolen exiended-etease cap-
Sules was 0 4 mg Relative to the paak
Piasma concentration the accumutation
of ketopioten aMer muMmiple goses of
exiended ceiease keloproten capsules rs
mmal

Pharmacokunenc Parameters? o
Extended relsase Ketopsofen Cagsuley

Kesoproten
Extencag-release
Capsy

Kinetc Parameters 112200 mg)
—_— 0™
Extent of oral absorpeon
Ruoavaiaviay) F, (%) -30
Peak plasma levets.
Cres (MO}
Faswd 11912
Fed 14213
—_— 0l
Time t0 peak
CONCEMITNON Ly, (h]
Fasted 68:21
Fed 92126
—_—— 92128
Area under plasma
concentranon-tene curve
AUCy 2 (MG* ML)
Fasind 301279
Fad 31381
oS ——r 1 N
Oral-gose csearsnce
CLF (Ut 68:18
P A .. L
HattHet,, 54s22
(Sae footnote 1)

# Values exprassed as mean » stan-
datd devabon

in the case of ketoproten extanded-
release capsuies. 0SOrphon s
slowsd, nlnnskc  cCleanance s

ehmination 15 dependent 0N adSHD-
non_ the na-kie 1s projonged

Metadoism
Tha metabokc fate of ketoproen is gluc-

demonsisated that i eiderly subects loi-
Jowng Mmultipie doses (S0 mg every 6 1),
he %0 of congAtsd M parent ketp-
profen AUC was 30% and 3%, resper-
tively for the S & R enanbomery
Thera are no known active metabokies
of keloprofen  Ketoprofen has besn
$hown Nat 10 induce drug-metaboliang
enzymes

Ebmanabon

The plasma clearance of ketodroten
3pprommately 008 Lgh with & Vy of
01 Log after IV admunustration "N
ehmnabon hadl-ire of ketoproden
Dein reporied 10 be 2 05 1 0 58 h (Mean
+50) folowng IV and
from 54 2 2.2 h after admnsiration of
ketoproten  extanded-

ARt 3 Single 200 Mg 8058 of kesopro-
fon extanced-reisase capeules, the pias
ma levels decine siowly. and Iverage
04 moA shter 24 hours

in 3 24-how penod apprommataly 8%
of an admuwsiered 0034 of kstogeroten &
)

rensl impactant. Ind 10 approxe
matety 5 10 9 hours w patients wrin

MOgeryter ~simrml mmned any
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St Ten e gau
A amety! g e
eMerss  Masiaes av Wit 03 Utk
wribe 'Pal Aphcroten De faken wtr
antarids 1300 o Mk Ahough 1001
delzys e aDSOBLON (s8¢
PHARMACBLOEY | 1 mos1 of the chmical
inals wet0Diten was. lahen with 1000 0f
ik

pCans may want 10 make speoific
ecemmendations 1o palients about
when ihey should ke kefoprolen n

@iation 10 loof and/or what panents
- ~stmagroe

Aoty experience minor Gl

symptoms.
NOICATIONS ANG USAGE
Ketopraten 2xtended release capsules

are ndicated Tor e management of e
2gns and symploms of rhevmatow
anhmms and ostecarabs  Ketopeoten
exiended (eiease cagsiles are not rec
ommended for Irealment of acute pan

Xetopsoten 1s contiandicated m pabents.
Who have shown ivpersensimity to 4
Kelopioen showlg ot b piven o
DADANIS 10 WhOM DN 0f DI HON-
Serondal aNhNBaMMtry drugs -
Buce 3SINMA WIEINA O OIS aliespec-

A0Ap0VICIC
fen have bean (£00rted 1t SuCh pabeals
WA

Risk of B Weorstion, Sionding snd
Porforation with RSAI Thoragy

reated
fof 3 %0 6 montht and 1 byl 2 4% of
pabents teated foc one yasr Py
ciant thould nfarm patents abot the
Qs symgtoms of sanous G
toxicity and what steps ta take f they
occwt
Studies 10 0ate Mave not denting any
30beat of patrenis not al 15k O develop-
Wmg peptic viceration ant Ddieeding
Ex0apd Yov 2 prior Pstory of sandus BF
tvents ang othes sk factors known ¢
6 M30Ciated with Daptic uicer dranse.
wch 25 acohoism, Smolng. ¢, &0
oiher ek faclors (e o, sax) have
Deen assocated wiifh ncreased ek
Eidarty Of debritated pabents seem 10
folerie LKRIBtON Of bleedmg st wesl

ange), suftiaent denett chould be
anticipated to offset the potantut
ncreasad gk of Gl loncty

these patients. adwmstrston of 1 non-
in 8 dose-dependent L3
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tabaratory Tesis

L E el s 0 et -
PO TH a1 TS RO sareing
LRGN0 TR P SCB1S LTOu IO
NLOHLTy T1EES paberds 191 M ¢ 9NS
\E sermpioms 91 siceralon 306 dieed
"y a0 B lom chem ot he
mpartance Ol s oriow .0 15ee
WARMINGS-Risk of Gf Uicerati
Biossing. 3nd Pecioration mith KSAID
Therapy:

Drwy Intevactions

e Tollowing /03 FReTICIONS were g
#0 aafh ketoproten Ooses of 200 mgday
The posSibem, o ncreased nterachon
Shouid e kept 10 Ting AN Ketoproten
mmeduate ‘esease capsule 15es greater
han 50 mg a5 3 singee dose or 200 Mg of
ketoprolen per dav are used concomaant-
N 4 tighty bound drugs

t .&lfvﬂs

COW 20mnistiation of magne
S RuB@nde and Auminum hydiox
'de inteclere with the rate or
extent. 030(ption of Xeloproten
daministered 38 immediate release

kuowapwlu
2

Kelogroten does not alter aspina

bsor however n 3 stuly of 12
NOTmat subjects. Concurrent aomunistra-
ton nn decreased keloproten
prone ing and increased kelopro-
fan plyswna Flearance from 007 Ukgh

witho w0 011 LY with
F5pan chnical sigoihcance of

hese Changes has not been adegualely
stuged  Therelore concurrent use of

aspinn not recom-
femstmpen |
3 PP
Hyo omrtant-
vt a reduction
n excre-
heande

alone Fena

greater cenal taiture
HWIG: | iood

from 2 nus
caton of wartaon reatment and Gl
biseding 3 comphcation of ketoproien
lrIlIm‘ﬂl Because prostaglandins play
N mportant roke W hemostasss and
125 an eftact on platelet lunc
toa as well [see PRECAUTIONS
Drupaborstery Toet latornctions:

hann requires close monroning of
patients on bot drugs

8 Probenecd

Probenecid increases both Iree and
bound ketoproten by reducsng Ihe olas-
ma cleararce of kelopiofen to about
one-Ihed 25 wed 25 Oscreasng s pro-
o binging  Thesetore, the combina-
bon of katDproten and probenscid 1S not
recommended

7 Methoireame

Ketoproten. ks e NSAIDE m.y
cause changes m ehirngbon of
metholrexate leathng to eevated serum
lovels of 1he drug and mcreased toxcity
8 Litwm

Nonswerostal ant-inflamenatory agents
hava besn raporied 10 mcrease steady-

Srog/Laborstery
Pitwet ou Dived Conpaletion

Chromc oral toncdy studws m mice

e mece werd traated 3t 05 times the
maxmum human daly dose based on
surface a
A 2-ysai carcinogemicity Study
rats, using doses up 108 0

{36 mg/miiday}, showed no evidence
of tumonpanic potentia  All groups
Were 1132000 101 104 woeks excopl the
females recervng 60 mg/kg/day
{36 mg/miiday) where the drug
freatment was ferminated in wesk
81 dacaus of low swrvwal; the re-
WOy rats wevs sacriiced after week
B7 Thew survival in the Jrowps trest-
90 100 104 weeks was within 6% of the
comtrol growp  An sartier 2-yeas study
with doses up to 125 mg/ko/day
(75 mg/m¥/day) also showed no
wwdencs of mongenicey, but the

adminstared to male rats (up to
9 mo/gyday. or 54 mg/mi/day) had no
w aect on reproductve

per-
formanca or ferbiity in lemale rats
asministersd § or 9 mo/kg/day {36 or
54 mp/mi/day), 2 Necrease ) the num-
ber of implaniation sites has been
noted The gosages ol 36 mg/m/day
n rats represent 0 2 times the max-
mum reconnended human dose of

185 mg/m2/day (see above)
MWW OF weion
Opvelopes in rats.

proximate equivalent of 02 times the
MAXHIWM _ racoMmMended  therapeutc
dosa of 185 my/m2iday showed no ter-




I
W e s
A0 C ey kg 3 6
ATG v tecease nine agm
ber J* mplantance 4 rey nas heen
arRg The dosages of 36 g M7 day
M 1418 cepresen 02 hmes bt man
MuMm recammendeg human dose at
185 g m day 15e¢ above)

Abnarma) spematagenesss of intlrban
ot soermatagenesrs. develgped i rals
00 dogs at tugn doses ang 2 decrease
i Ihe weight of e lesles occutred i
0ogs and badaons a1 gl duses.

Torstogenic  Eftscts: Progasacy
Catogory 8

in recaioingy Studes ketoproten dmnis
\ered 10 mce A G0SES UD f0 12 MGAgday
436 g me 'day) ang rats at dpses uo to
9 mohgiday 154 myumicay) the ap
PIoamale squnaent of €2 vy the
Maxmum recommended  thesapeutsc
Sose of 185 mom2azy showed ho ter
oQenKt o eMbryolowic eflects i sepa-
Taie SRS N rabbds  makernaty onc
Goses wert ¥ssocrated with embrvotoxts-
¥ but nat leratogenicity

Thece are 00 agrquate ang wei-con-
tralied studies n pregant women
Because andmal teratiogy siudees are
fot atways pcedichive of the human
responsy  ketoproten showid be wsed
Guring pregnancy only f the potential
eneft justifies the nsk

Labet 3 Boitvary

The eflects of ketopeoten on 1abor ang
deivery 0 Degeant women 31t un-
known  Stutees 0 rats have shown
hetoproten at doses of & mgkg (36
mginiary apprommately equal o 0 2
Bmes the Maumum cecommanded

LY

Systm (posure of ductus artenosus) use
of ketoprofen during late pregrancy
shouid be avoned

Tursing Wethery
Oata 00 secrenon m human mitk afver
gestom of ketopratan do not exist In
fats xevopioten at doses of 9 mgrkg
(S« mg/ma/day, approxmatety § 3 umes.
he manmum human therapeuc dose)
g not affect pennalal deveiopment
Upon 2aminsstration 1o lactatng dogs
the m coacentiahon of katgpraten
was lound 1 be 4 10 5% of the pasma
Ovug twvet  As with othvr drugs. fhat are
Sxcrated 15 ML ketoproen (s 101 rec-
ommended for use N Pursing mathers
Podisrie toe
Ketopraten & not recammended for use
™ peOMNC paients because 1ts salely
0 HTHCINENEsS have POt been Siudwo
" the pAQANE popuaon
The inCKIEnCE Bf LOMMON atvers reac-
bons (above 1%} was obtuned from a
popuiation of 815 immediate-release
oprofen treated pabents . double-
Bhnid trals l2stng trom 4 tp 54 weeks
2k il RaRRPts. 1reN80 with KBAODIO-
fon extanotd-reasa Capsules i nals
300G 115 4 19 16 weeks.
pasTOestingl sige effacls pre-

BSOSl symploms  In Cross-
Dvwr s 0 121 patients with cheuma-
o8 Wrthinhs of asiwosnbntis there was.
PG Offersnce n eithes uppes of lowar
Gastromiesteal symptoms  betwesn
Patents treatad darly with 200 mg of
Katoprolen extendac-1eteass Capsules
Of 75 ;g ot tmedaare- release WHtopeo-

CH s N dess than Y% of | 076
Paots IOweves 0 09en ladel cantin-
mnsmm'mmmmm
s greater than

Many nek faCtors wcuding ape. sax
SMoking, ACohol use 0t stress con-
comaat druge such a5 gspem and
COMbEORMTOS, a5 wett 23 Ihe opte and
mmuumumﬂsnﬂs(m
L]

Gastronorsunal aachons ware iowed
W0 frequancy by central nervous system
Sidw oitecs, such a3 Nesdache. iz

™33, o drowsiness Ymmw

EIWATHS. R aitvirse rascvons.
{ncajence less Dun 1%) wers colected
from forsdn Ieprts 10 Manufacturers
¥ reguisiony 20encies. pubbcatons
MIUS il traals

Ruactions are sted below undes hody
Systom, Uwn by iInca0encs d¢ tumber of
2606 1 Jecrag InCHienCe
naitesqs Rrogter Thas 1% Probabie
Comsal Rulotiaautip}

Digastive Dyspegsia (11%), nauses’
abdominal oan®  diarea”  constpa-
Bon” famdence’. anorema, vomming.
‘stomatis.

Soscial Serses Tinmrtus vesual st
bance

Ston anes Appendages Fash

“Agverse evens occumng . 3 10 9% f
Datlonts.

Tabioncy Low Tha 1% (Produide

Cusant pietiombip)

Mn‘m Crwis, tacual sgema
. DM, Marpc 1eCHon. ana-

Dwpestive  Appetite icrezsed  dry
Mouth sructdbon gastrmss rectal hem-
orrhage. melena. fecal occult biood
Sabvanon, peotc uicer pastrortesbnal
Perforation  hematemesis  intestinal
ulceration

e

Metsbow and Nurponai-  Thirst
weght pan. weghh loss haganc dys-
Tunchon, hyponatiama.

Here. Hypotoaguisbibty . agraiuiocy
WHE, aema  hemotysis,  purpura
OMOOCYIopana.

Morvous Sysem  Amnesa. cortugion
hpotence. Mgrane paresthesa Vertigo
Wﬂhv L3



SUNNE L e g
DO BT CArNa CRgestue aea” Bl
W DRDORAN sl Tseate 35000
amon
Mgestve  Appentr ncrrased oy
MOV eAUCIN00 QSIS rectal hem
ortage meiena lecal occalt diood
5aMANCN peph uicet fastoiestingl
pertntatien  nematemesis .oteshnat
uiceraron
Hemi “ypocoaguiabinty agranuiory
fOsis anemia temolysis  putbura
hromboe Aopenia
Meraoouc ang Mutononat  Thirst
wegni Gan aeight 0SS hepalic dys
tncton hyponatiema
Muscuiosrerwsn Myaga
Mervous System  Amoesa confusion
mpolence Tigrame Dareshesa verigo
Resowaton,  Dvsonea hemootysss e
Sxs  phanyngis  rhulis  deon
Chospasm ryngeal edema
Stan ang Appenctages Alopecia eczema
PUNMUS  purpunic rash  sweating
UNKana bulous sash  extonatve der
matihs  phoiosensitvy  skin IISColor-
000 0nyChotysss.

Specat Senses Conuncintrs conpunc.
IVINS SKCa eve Damn heanng Mmpar
mentretina) hemorrhage and pIYMenta-
bon change taske perversion
Urogental  Menomelrorrhagia hema
turia renal tadure oferstrtal nephms
Dephronc syngrome
fosideece Less Thae 1% [Cameal
Tnistisashiy Suknrwe}
The lollowsng rare adverse reachons,
whose Causal retatonthnp 1o Weloproten
15 unCeran are being histed 10 serve as.
alering WiomMabon 10 the physican
Booy as 2 Whote  Sephcemia. shock
Cardovascuiar Arttythmeas, myocardal
whichon
Owgestve  Buccal necrosss uiceratve
oINS MUCTOveSICUG! Mealosts pundice
pancreattis
Endocnne Duabewes melitus (aggraaated)
Mervous Sysiem Dysphotia hafuema-
non WMo disturbance mghmares
persomality Gisordar aseple menungrs
Urogental  Acute tubulopathy gyne-
comasha
VESSA
SIgNs and symetoms. follownng acule
NSAID overdose are usually hmeed o
lethargy drowsiess nsuses vomeing.
nd epRasInC D wikch are gensrally
raversbie with suppodrve ce  Re-
SpalOy depression, coma Of comvu-
$10ns have occurced lollowing arge
ketoprolen overdoses  Gastroaiestnal
biesding typotersion hypertension of
cute renal hadure may ootwd dut are
rare
Patents should be managed by sympto-
manc and supporteve care following an
NSAID overdose There are no specic
antidotes Gut decontammation may be
moKated © patents with SYmptoms

100 ¢ 10 aouits 110 2 kg n Chwigren)
With 3 s3hne CAMIMC of S0rDA0! ad0ed
1o the hrst dose  Forced dwress aha-
brwzanor of the urine hemodalyts of
hemoperfusion would probably not be
usefut ue 1o ketoprofen s high protesn
benaing

Case reports include twenty-sm over-
0033 € warg w1 Chuidren 16  adoles-
cants ang & m adults  Five of these
DatrntS had menor SymEIoms {vornng
04 drowsinwss in 1 chid) A 12-year-
oid Qi Nipd tonec-Clon convuisions 1
© 2 Rours ar 1ngastng 3 urnown
quantity of kelopioten and 1 of 2 tabiets
of acetarunophen with Irocotone
Her efoproten ievel was 1128 mg/L (56
limes fhe upper therapeutc level of
20 mg/L} 310 4 hours post ingestion
Full recovery ensued 18 houwrs ater
ngestion ko with
ntubation  Olazepam and acivated

relaase capsules and 375 mi voaa.
mlmm-mmﬂm
measures 2 hours ey

recovessd compietely with her w'y
COMDLINT bewg mikd SpIGESTNC P
DOCAME AR ADMRSSTRATION
Mommstold Arthritts sed  Suter-
arthritle

The rcommended starting dosa of
€xIen0ec-ralease kstoproNn M other-
‘wise heaithy patients 1s 200 mg aomen-
rstered Once 2 0Ny A Small 038 shoud
be uthzed nitialty i small indmaduals.
- deDistated of siderly patients

15 200 mguday The recommendsd

manmom uany dose of ketoproen 15

30!) mg {See CUMICAL PRARMMACSLS-
of Sessge)

Dumg DUILON WI IMMmedate- (Wease
ketoprolen capsubs. o nwnor side

m patlerts
on 300 mg ¢ not Show GrEN Mean
siechveness. They Bid however, show

mm'mmmm--m
Jowet -Gl thstress and hesdaches. N is of
ineres) That women aiso had an

have not deen adequately studwd
Redatrvely smalier people may nped
smaker Goses [Ser CLINICAL PARSA-
COLOGY individusilzstion of Donage)

“SHN" 0n the other nai suppited 1n dot-
fles of 100 (NDC 0364 2667 01) 500
(NDC G364-2667-05) ang 1000 (NOC
0064-2887-02)

Dispense i 3 tight contane) as defined
0 the USP with 3 chig-resstand clo-
sure as required

Stoce at comtrolied coom temperature
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" (erapeyn level of
20mgi) 340 ¢ Moues poxy gesiion
Fun recoven, NSueq 8 nages atter

" takow

h-hu"ﬁm.uhu

The cacommengey g goge of
xTentiec. reje;s, " 3

hred ity
N Uebizteg g *iderly
ML raieyq Setoproten anuuun
e 1Commendeq g "l dosa0,
eleasy

e 1 10 Chrong ir

at whose mmum

S 200 03y ng FACOMmmen

TN oty gose o Keloproten ¢

300 my (5ee CLmeay

[ 1] # Deange)

Dun Dmedite.

km'zgofrn CI03UiES it o, Sy
P2 ™2y dsppeas 31 2

fower Gose ey, 'nrmn have an ae.

guate teapsute empey y X totratyg

¥ Docage;

Ketoproen EXtenced.ceas, LCapsitey
200 mg are POWer Dy

02008 Cags iy maneg “XETOPROFEW
£R 200 ™" 00 ane piuls ol 2y
‘SM'mMW-M 3uppteq in boy
Yes of 109 (WDC m»i’ﬁ?-dl) 500
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